Two new macrocyclic diterpenes, 2-epi-latazienone (4) and 15-acetoxy-7-nicotinoyloxy-3,8-di-(2-methylpropanoyloxy)-4H,9H,11H-lathyra-5E,12E-dien-14-one (5), and three known lathyrane-type diterpenes (1-3) were isolated from Euphorbia laurifolia latex. Their structures were determined on the basis of a detailed analysis of their 1D and 2D NMR spectroscopic and mass spectral data.
The genus Euphorbia is the largest of the Euphorbiaceae family. These plants are well known as sources of biologically active macro-and polycyclic diterpenes possessing a wide variety of interesting biological activities such as antiviral, anti-microbial, anti-HIV, cytotoxic and modulation of multidrug resistance activities [1] . In fact, many of these species have been studied based on the potential pharmacological activities of their lattices [2] .
Previous studies on Euphorbia latazi (also called Euphorbia laurifolia Juss. ex. Lam.) reported the presence of terpenes, specifically a new lathyrane called latazienone (1) and lanosterol, a known triterpene [3] . Subsequent, study of the aerial parts of Euphorbia laurifolia led to the isolation of new lathyrane-type diterpenes, the putative cellular targets of which were investigated following a proteomic approach [4] .
As part of our ongoing program focused on the isolation of biologically active compounds from Euphorbia species, two new lathyrane-type diterpenes, 2 and 3, were reported from the latex of Euphorbia laurifolia and their effects on human immunodeficiency virus type 1 reactivation were studied [5] .
The pharmacological significance of the genus Euphorbia prompted us to reinvestigate the constituents of E. laurifolia. As a result, the isolation and structural elucidation of two new lathyrane-type diterpenes are reported (4 and 5, Figure 1 ).
The structures and relative configurations of the new compounds were elucidated by spectroscopic methods, including HRMS, 1D and 2D NMR experiments. Compound 4 was a white amorphous solid whose molecular formula was determined as C 35 H 44 O 9 according to HRMS. The IR spectrum of 4 showed absorption bands ascribable to carbonyl groups (1732 cm -1 ) and olefinic functional groups (1659 cm -1 ).
Four ester residues were identified from the 1 H and 13 C NMR spectra ( The 13 C NMR spectrum showed 35 carbon resonances including the above fifteen carbons for the substituents. The remaining 20 carbons in the 13 C NMR spectrum, including five methyls, one methylene, nine methines, and five quaternary carbons, with overall, five oxygenated carbons (4 oxymethine groups and 1 carbonyl group), constitute a characteristic lathyrane-type diterpene skeleton for 4 based on the previously reported lathyranes from E. laurifolia. The HMBC cross-peaks of the oxymethine protons at  H 4.72 (H-3) and  H 5.07 (H-7) and the ester carbonyls at  C 175.8 and 165.2 respectively, showed the attachment of the isobutyrate group at C-3 and the benzoyl group at C-7. Similarly, correlations at  C 169.7 with the oxymethine signal at  H 5.43 (H-8) indicated the location of one of the acetyl groups. Lastly, the remaining acetyl group did not exhibit a long-range correlation with an oxymethine proton, therefore indicating its attachment to the quaternary carbon on C-15. Thus, the planar structure of 4 was established as depicted in Figure 2 .
Although the polyol core with these substituents was previously reported for latazienone (1), the spectroscopic data of 4 were different [3] . Significant differences were found in the coupling values and chemical shifts for protons H-2, H-3 and H-4 indicating the possible presence of an isomer. The relative stereochemistry of 4 was deduced from the NOESY spectrum and by analysis of the coupling constants. The NOE effect of the H-4, based on the assumption of biogenetic reports [6] , with H-3, H-16 and H-17 indicated an -configuration for the methyl on C-2 and  for the isobutyrate attached in C-3. Moreover, correlations in the NOESY spectrum showed that H-5, H-8 and H-12 lie on the  face of the molecule, while H-7, H-9, H-11, H-17 and H-20 lie on the  face ( Figure 3) . The values of J 7-8 =J 8-9 = 10.0
Hz indicates that H-8 is anti-periplanar with H-7 and H-9, which is in accordance with the observed NOE effects. Consequently, the above data supported the structure of 4 as 8,15-diacetoxy-7-benzoyloxy-3-(2-methylpropanoyloxy)-4H,9H,11H-2-epi-lathyra-5E,12E-dien-14-one (2-epilatazienone).
The HRESI-MS of 5 showed an ion at m/z 638.3333 [(M+H)] + in agreement with the molecular formula C 36 H 47 NO 9 .
Spectroscopic data of 5, pointed out structural similarities with 4, differing in the type of ester attached to C-7 and C-8. It was concluded that the 8-acetate and 7-benzoate groups in 4 were replaced by 8-isobutyrate and 7-nicotinate chains in 5, respectively. The presence of a nicotinate group was apparent from 1 H and 
